Supplementary Materials
Sequence alignment and family tree.
The sequence similarity among members of the KIR family was analyzed with the program ClustalW (1) that produced the multiple alignment and the corresponding neighbor-joining (N-J) tree. In the model of the complex HLA:KIR2DS5 the amino acid of the KIR2DS5 molecule in interaction (either hydrogen bond or van der Waals interaction) with HLA residues were assumed to be those aligned with the residues of the KIR2DL1 of the crystal structure of HLA-Cw4:KIR2DL1 (2) (PDB, 1im9) in interaction with the HLA molecule. In the latter complex these interface amino acids were identified according to the program LigPlot (3) Under the assumption that the tertiary structure of the KIR proteins as well as the quaternary structure of the HLA:KIR complex is conserved, it is possible to compare, for each KIR protein, the amino acid composition of the surface patch on the KIR molecule forming the interface with the HLA molecule. The mutual similarity of these patches is summarized by the N-J tree deduced from the alignment of the 14 KIR proteins encompassing the 18 interface residues (Supplemental Figure   2 ).
Structural analyses.
The three-dimensional model of the immunoglobulin-like domains of KIR2DS5 has been obtained from the ModBase database (6) (http://modbase.compbio.ucsf.edu/modbase-cgi/index.cgi) based on the crystal structure of the human natural killer cell inhibitory receptor KIR2DL1 (7) (PDB entry, 1nkr). The modeled KIR2DS5 segment spans amino acid positions 27-221 and includes the two Iglike domains. The sequence identity between KIR2DS5 and template KIR2DL1 along this stretch is 93%, which makes the predicted main chain conformation of the KIR2DS5 highly reliable.
However, the side chain conformation of surface residues may still be subject to conformational
variability. In order to analyze the role of interface residues in the HLA:KIR2DS5 complex formation, the putative position of the HLA molecule with respect to KIR2DS5 was inferred from the crystal structure of the KIR2DL1 bound to HLA-Cw4 (2) (PDB, 1im9) after optimal structural superimposition of the modeled KIR2DS5 on KIR2DL1. Molecular manipulations were carried out with the program suite Chimera (8) (Supplemental Figure 3) .
